31 



CLAIMS 



ft 



15 



20 



ft 



7T 



25 



J 



1 . An antibody which ts aj modified version of a therapeutic 

antibody witti affinity for a cell-surface antigen, said antibody having 
reduced affinity for the antigen com Dared with the therapeutic antibody as 
a result of a modification or mj&dtfic ations to the antibody molecule, wherein 



the antibody is capable of inducing 
therapeutic antibody and wherf i 
antibody having an H or L chgkfof 



mmunological tolerance to the 
e antibody is not a mixed molecule 
the therapeutic antibody paired with an 
L or H chain of an unrelated antibddy. 

2. / - An antibody as claimed in claim 1 , wherein the framework 
regions of the variable domains of the antibody have the same or 
substantially the same amino acid sequence as the therapeutic antibody 
framework regions. 

3. An antibody as claihed in claim 1 or c l a i m - 2, wherein the 
modification comprises an alteration in at least one of the complementarity 
determining regions (CDRs). 

4. An antibody. asrejsiQied in claim 3, wherein the alteration js 
achieved by genetic manipulation a nucleic acid coding for the CDR. 

^rw^onk -otj 



5. 



cla i ms 1 to - 4 , wherein 



d in - any 

the affinity of the antibody.for^the s^itfgen is reduced to 50% or less of the 



An antibody as clajf 
the antibody\for^the 
affinity of the therapeutic antibody? 



6. 



An antibody as claimed in -aoyjioe- ef cla i ms - 1 to ,5 , wherein 

A 

the CDRs are foreign with respoct to the constant region of the antibody. 
7. An antibody as claimed in anyone of claims I lo-6, wherein 
the CDRs are foreign with respoct to the heavy and light chain variable 
domain framework regions. v _ ____ ~ 
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8. An antibody 

human origin other than th 



A 




laimed in claim 7, which is of substantially 

Rs. = — : "~ ' 

An antibody as claimed in 5ny one of c l aims 1 to 8, wherein 
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the therapeutid antibod 
An an 
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body 



antibody is a humani 

11 . An antib 
comprises an alteratio 

12. An antibo 
comprises a single or a 



affinity 

as claimed in claim 9, wherein the therapeutic 
mpath-1 antibody 
y as claimed in claim 10, wherein the modification 
(VH) CDR2. 

claimed in claim 11, wherein the modification 




le amino acid 



jd substi tution in (VH) CDR2. 
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13 An antibody as claimdd in any ono of c l aimo 1 to 1 - 2 , wherein 

the constant domains of the antibocw have substantially the same amino . 



acid sequencers the therapeutic ar tibody constant regior 

— ; — — Z Z 7' " . o/& 
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15. An antibody fra 

modified version of a therape 




n ons. 



A fragment of .an antibpdy according to any nnp nf claims 1 to 

A 



t6, which fragment retains toleranan nducing capability of the antibody. 

t as claimed in claim 14, which is a 



ntibody fragment. 



16. 



t5, which is monovalent 
17. 



.An antibody or fragment as claimed in anyon e of c l a i ms 1 ~t o 

A 



An antibody or fragment as claimed in af>y-o ne of rlaims JLte^ 



^ +6, for inducing tolerance to tha therapeutic antibod y in a patient. 



18. . A cell lira which expresses an antibody or fragment as 

claimed in any one of c l j^no 1 t o 17 . 

A v 

° 1.9. A method of producing an antibody which is a modified 

version of a therapeutic Bntiboi^ with affinity for a cell-surface antigen, 



said antibody having red 
therapeutic antibody as a r 
antibody molecule, whereir 
immunological tolerance. to 



id affinity for the antigen compared with tire 
>ult of a modification or modifications to the 
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the antibody is capable of inducing, 
hdthefaffeutic antibody, comprising 
maintaining a ceil line as claimeid in claim 18 under conditions suitable for 
expression of said antibody or fragment thereof. 

20. The method of claim \9, furthercomprising recovering the 

antibody or fragment. 
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21 . The mWhod of claim 20, further comprising isolating the 

antibody or fragment 
-22_____^ A composition for administration to a patient, comprising an 
antibody or fragmeriras'~daTO of claims 1 to 17 or as 

produced by the method according to any oneoTcnaims~4©4^ 
with a. physiologically acceptable diluent or carrier. - 



23. 



The use of an ar 



claims 1 to 17 or as pro 

claims 19 to 21 1 in the manufacture of q medicamenffof 
tolerance. 



body or fragment as claimed in any one of 
ethod according to any one of 

tion of. 
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